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DETAILED ACTION 



1 . In view of the appeal brief filed on May 4, 2009, PROSECUTION IS HEREBY 
REOPENED. New grounds of rejection are set forth below. 

2. The grounds of rejections remain primarily the same as those previously applied 
but claim 35 was not properly rejected in the previous office action. Newly applied 
rejections have been rejection highlighted using boldface type. 

To avoid abandonment of the application, appellant must exercise one of the 
following two options: 

(1 ) file a reply under 37 CFR 1.111 (if this Office action is non-final) or a reply 
under 37 CFR 1.113 (if this Office action is final); or, 

(2) initiate a new appeal by filing a notice of appeal under 37 CFR 41 .31 followed 
by an appeal brief under 37 CFR 41 .37. The previously paid notice of appeal fee and 
appeal brief fee can be applied to the new appeal. If, however, the appeal fees set forth 
in 37 CFR 41 .20 have been increased since they were previously paid, then appellant 
must pay the difference between the increased fees and the amount previously paid. 

A Supervisory Patent Examiner (SPE) has approved of reopening prosecution by 
signing below: 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618. 
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Claim Rejections - 35 USC §112- 1 st Paragraph 

3. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

4. Claim 33 is rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the written description requirement. The claim(s) contains subject matter which 
was not described in the specification in such a way as to reasonably convey to one 
skilled in the relevant art that the inventor(s), at the time the application was filed, had 
possession of the claimed invention. This new matter rejection is MAINTAINED for the 
reasons of record set forth in the Office Actions mailed October 29, 2008 and February 
1 7, 2009 and those set forth below. 

Applicant traverses this rejection on the grounds that the specification 
exemplifies compositions wherein the inner matrix does not comprise gelatin and the 
literal description support is not required so long as it was clear that Appellants had 
possession of the invention. Applicants are in possession of the invention as the inner 
matrix compositions do not contain gelatin. 

These arguments are unpersuasive. The only mention of "gelatin" in the 
application as originally filed is in the context that the coated pellets may "be packed 
into capsules, e.g. gelatin capsules" fl[ [0129] of the PGPub of the instant specification). 
This mention of gelatin is in a distinct context from the inner matrix layer of the coated 
pellets from which gelatin is excluded in claim 33. This negative limitation in the claims 
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was not present in the original disclosure and therefore introduces new concepts to the 
claims (See Ex parte Grasselli, 231 USPQ 393 (Bd. App. 1983), aff "d mem., 738 F.2d 
453 (Fed.Cir. 1984)). 

5. Claim 34 is rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. This is a new matter rejection. 
Applicants have discussed that the composition may contain a lipophilic matrix which 
has a melting point above 37°C in which the active ingredient is embedded, which is 
then embedded in the matrix of the polymer with a mucoadhesive effect (see original 
claim 20). Applicants do not, however, disclose anything in regards to "a mucoadhesive 
lipophilic matrix embedded in the inner matrix" as the disclosure relates to a lipophilic 
matrix IN the mucoadhesive matrix. As the component has not been disclosed, the 
ingredient cannot be excluded from the compositions as claimed. 

Claim Rejections - 35 USC § 102 

6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 



Application/Control Number: 10/564,096 Page 5 

Art Unit: 1618 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

7. Claim 34 was rejected under 35 U.S.C. 102(b) as being anticipated by Shimono 
et al. (EP 1203590). This rejection is applied for the reasons of record set forth in the 
Office Actions mailed October 29, 2008 and February 17, 2009 and those set forth 
below. 

Applicant traverses this rejection on the grounds that compositions of Shimono et 
al. only exemplify acetaminophen or a generic "medicament", a disclosure with 
insufficient specificity to disclose the elected species to anticipate the invention. 
Chitosan is used in combination with a water-insoluble polymer, which will take a long 
time to dissolve after dissolution of the enteric coating. In contrast to the instant 
invention, no immediate exposure of chitosan will occur and the chitosan will be 
released slowly and spread over a large area of the intestine. In claim 34, there is no 
layer between the inner matrix and the outer coating. In Shimono et al., the non-pareil 
layer is separated from outer enteric coating by a layer of the water insoluble polymer 
layer with chitosan particles. The chitosan particles are described by Shimono et al. as 
"pore forming agents" and not as a mucoadhesive component of the inner matrix layer 
as required by the present claims. 

These arguments are unpersuasive. Claims in which cetrorelix or a peptide 
active agent are recited are not rejected as being anticipated by Shimono. Only claims 
which recite the broad term "active pharmaceutical ingredient", which encompasses the 
acetaminophen of Shimono et al., are rejected. The inner matrix component must 
contain both the active pharmaceutical and the chitosan, so the inner matrix as recited 
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by the instant claims encompasses both the active ingredient coated non-pareil and the 
chitosan/water-insoluble polymer layer. Therefore, there is no layer intervening between 
the chitosan and the outer coating layer so the limitation requiring the exclusion of this 
layer in claim 34 is met. Additional, the rejected claim does not contain limitation on the 
release of the active ingredient other than the outer coating dissolved within 15-60 
minutes at a pH ranging from 5.5 to 7.2. The HPMCAS coating of Shimono et al. would 
meet this functional limitation. Regardless of the labeled applied to chitosan (a 
mucoadhesive ingredient or pore-forming agent), the same material must have the 
same properties as the same physical material is recited in both the cited prior art and 
the instant claims. 

Claim Rejections - 35 USC § 103 

8. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

9. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 
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4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

10. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 1 03(a). 

1 1 . Claims 1,3,4,6-11 and 34 were rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Watts et al. (US 6,465,626). This rejection is MAINTAINED for the 
reasons of record set forth in the Office Actions mailed October 29, 2008 and February 
1 7, 2009 and those set forth below. 

Applicant traverses this rejection on the grounds that the compositions of Watts, 
in addition to containing chitosan, also contain substantial amounts of gelatin, which is a 
bioadhesive component that preferential binds to glycocalyx instead of mucus. Claim 1 
requires that the inner matrix "consist essentially of. The compositions of Watts do not 
specifically target the active ingredient for mucosal release as the significant amounts of 
gelatin in the composition interfere with the mucoadhesive effect and are therefore 
excluded by the transitional language of "consisting essentially of. 
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These arguments are unpersuasive. Chitosan is exemplified by Applicant as a 
mucoadhesive polymer with the requisite physical properties. "For the purposes of 
searching for and applying prior art under 35 U.S.C. 1 02 and 1 03, absent a clear 
indication in the specification or claims of what the basic and novel characteristics 
actually are, "consisting essentially of will be construed as equivalent to "comprising." 
See, e.g., PPG, 156 F.3d at 1355, 48 USPQ2d at 1355" MPEP 2111.03 (emphasis 
added). While Watts et al. describes chitosan as a bioadhesive material (abstract) and 
Applicant describes chitosan as a mucoadhesive polymer, the same material (in this 
case chitosan) must have the same properties as the same physical material is taught 
in both the cited prior art and the instant claims. Applicants have not presented any 
evidence that the compositions disclosed by Watts et al. do not meet the functional 
limitations presented in the claims. Arguments without factual support are mere 
allegations and are not found persuasive. The claims of the instant application which 
specifically exclude gelatin from the composition are not rejected over this piece of art. 

In regards to claim 4, Watts et al. teaches that the site of delivery can be 
selectively controlled by varying the thickness of the polymer coatings (col 7, In 46 - 
49). Thus, the thickness of the outer film coating is a results effective parameter that a 
person of ordinary skill in the art would routinely optimize. Optimization of parameters is 
a routine practice that would be obvious for a person of ordinary skill in the art to employ 
and reasonably would expect success. It would have been customary for an artisan of 
ordinary skill to determine the optimal thickness to provide the desired delivery site of 
the active ingredient contained in the composition. Vasopressin and LHRH (col 6, In 3 - 
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6) are peptide active substances with an average molecular weight of less than 3,000 
Da. 

12. Claims 1 , 3, 4, 6 -1 1 and 34 were rejected under 35 U.S.C. 1 03(a) as being 
unpatentable over Watts et al. further in view of Berliner et al. (US 5,849,327). This 
rejection is MAINTAINED of the reasons of record set forth in the Office Actions mailed 
October 29, 2008 and February 17, 2009 and those set forth herein. 

Applicant traverses this rejection on the grounds that Berliner was cited as a 
secondary reference teaching coating thickness but does not disclose or suggest a 
composition wherein the inner matrix consists essentially of an active ingredient and a 
polymer having a mucoadhesive effect. 

This argument is unpersuasive. As discussed in greater detail above, the 
compositions of Watts et al. read on claim 1 of the instant application so Berliner et al. is 
not required to teach composition wherein the inner matrix consists essentially of an 
active ingredient and a polymer having a mucoadhesive effect. 

13. Claims 1, 3, 4, 6 -11 and 34 were rejected under 35 U.S.C. 103(a) as being 
unpatentable over Watts et al. further in view of Engel et al. (US 5,773,032). This 
rejection is MAINTAINED of the reasons of record set forth in the Office Actions mailed 
October 29, 2008 and February 17, 2009 and those set forth herein. 

Applicant traverses this rejection on the grounds that Engel was cited as a 
secondary reference teaching the active ingredient cetrorelix but does not disclose or 
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suggest a composition wherein the inner matrix consists essentially of an active 
ingredient and a polymer having a mucoadhesive effect. 

This argument is unpersuasive. As discussed in greater detail above, the 
compositions of Watts et al. read on claim 1 of the instant application so Engel et al. is 
not required to teach composition wherein the inner matrix consists essentially of an 
active ingredient and a polymer having a mucoadhesive effect. 

14. Claims 1, 4, 33 and 34 were rejected under 35 U.S.C. 103(a) as being 
unpatentable over Shimono et al. (EP 1 203590) in view of Watts et al. (US 6,465,626). 
This rejection is MAINTAINED of the reasons of record set forth in the Office Actions 
mailed October 29, 2008 and February 17, 2009 and those set forth herein. 

Applicant traverses this rejection on the grounds that the Office has not provided 
any evidence that gelatin is a mucoadhesive ingredient or rebutted the explanation of 
the differences between mucoadhesive and bioadhesive materials. Shimono requires 
an insoluble polymer layer containing chitosan particles that is not present in the elected 
species of the invention. Neither Watts not Shimono discloses the elected species of 
cetrorelix or an inner core consisting essentially of the active ingredient and a 
mucoadhesive polymer. 

These arguments are unpersuasive. Regardless of the exact properties of 
gelatin, both cited references disclose an inner matrix comprised of the mucoadhesive 
polymer chitosan and active ingredient. As discussed in greater detail above, the 
transitional phrase "consisting essentially of is being interpreted as comprising as no 
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clear indication in the specification or claims of the ingredients are excluded has been 
given. Because the inner matrix must include the mucoadhesive polymer (chitosan), 
there is no intervening layer between the inner matrix and the outer coating in the 
compositions of Shimono et al. The claims being rejected do not specifically recite 
cetrorelix as the active ingredient. 

15. Claims 1, 4, 9, 10 and 33-35 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Shimono et al. and Watts et al. as applied to claims 1, 4, 33 and 
34 above, and further in view of Engel et al. (US 5,773,032). 

Shimono et al. and Watts et al. disclose multiparticulate pharmaceutical forms 
with an inner matrix comprising active substance and chitosan. The active substance 
can be small molecules such as acetaminophen (Shimono et al.) or a variety of 
therapeutic peptide/proteins such LHRH (luteinising hormone releasing hormone) and 
analogs of LHRH such as leuprolide and goserelin (col 6, In 3 - 5 of Watts et al.) which 
are all short (<10 amino acids) LHRH analogs. 

Watts et al. does not explicitly disclose cetrorelix as a suitable therapeutic agent. 

Engel et al. disclose the decapeptide cetrorelix as a LHRH antagonist (analog; 
col 1 , In 25 - 26; col 2, In 1 - 4). Also identified as LHRH antagonists are goserelin (col 
1 , In 33 - 34) and leuprolide (col 1 , In 42 - 43). 

It would have been obvious to one of ordinary skill in the art at the time of the 
instant invention to prepare a composition comprising a therapeutic active agent and 
chitosan and coated with an enteric polymer layer as taught by Shimono et al. and 
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Watts et al. and to use cetrorelix as the therapeutic agent. Engel et al. teaches that 
cetrorelix is a LHRH analog and is therefore functionally equivalent to the LHRH 
analogs taught by Watts et al. as suitable for inclusion in the multiparticulate 
formulations taught by Shimono et al. and Watts et al. 



Conclusion 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Nissa M. Westerberg whose telephone number is 
(571 )270-3532. The examiner can normally be reached on M - F, 8:00 a.m. - 4 p.m. ET. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571) 272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
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USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Michael G. Hartley/ 

Supervisory Patent Examiner, Art Unit 1618 
NMW 



